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(57) ABSTRACT

The protein known as human epidermal growth factor 2
(HER2) is expressed in breast cancer cells and its expression
is correlated with aggressive tumor growth. The present
invention provides novel full-length human (IgG) antibodies
that bind to human HER2 (monospecific antibodies) or to
APLP2 (monospecific antibodies). The present invention
also provides novel bispecific antibodies (bsAbs) that bind
to both HER2 and APLP2 and mediate internalization and
degradation of HER2 via the APLP2 complex in the pres-
ence of HER2-expressing tumors. Described are bispecific
antigen-binding molecules and ADCs comprising a first
antigen-binding domain that specifically binds human
APLP2, and a second antigen-binding domain that specifi-
cally binds human HER2. The described bispecific ADCs
are capable of inhibiting the growth of certain tumors
expressing HER2 and may be useful for the treatment of
breast cancer and disorders in which targeting a therapeutic
agent to HER2-expressing tumor cell is desirable and/or
therapeutically beneficial. For example, the bispecific anti-
bodies of the invention are useful for the treatment of breast
cancers, including breast cancers having a IHC2+ classifi-
cation. The present invention also includes anti-HER?2 anti-
body drug conjugates which inhibit tumor growth in vivo.
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